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Introduction
Immuno-oncology represents a major paradigm shift in the 

management of cancer as clinicians move away from targeting cancer 
cell directly towards targeting the immune system via activation of 
the human host T-cell [1,2]. The efficacy of immunotherapy has been 
shown in many cancer sites [3]. The activation of T cells has led to 
immune-related adverse effects (irAEs) [4]. We report a rare clinical 
observation of activation of peripheral T-cell lymphoma in a patient 
treated with Nivolumab.

Case presentation
This seventh-decade gentleman presented with dyspepsia and 

dysphagia.  His past medical history includes Barrett’s oesophagus 
and osteoarthritis. World Health Organisation (WHO) performance 
status of zero. Esophagogastroduodenoscopy (OGD) revealed 
oesophageal cancer which biopsy confirmed moderately differentiated 
adenocarcinoma (Figure 1). PET/CT confirmed a highly avid mid-
oesophageal cancer (Figure 2) and staged as T3N2M0. HER2 was 
negative. PET/CT scan further revealed avid left supraclavicular node 
(Figure 3) which was biopsied and confirmed as high-grade peripheral 
T-cell lymphoma (PTCL), not otherwise specified (NOS).

Given the dual pathology, oncology multidisciplinary team (MDT) 
recommended combination chemotherapy for oesophageal cancer 
which contained anthracycline which PTCL are sensitive. He tolerated 
5 cycles of EOX (Epirubicin 50 mg/mm2, Oxaliplatin 130 mg/mm2 and 
Capecitabine 625 mg/mm2). Restaging scan shown partial response 
with residual disease within the oesophagus and left supraclavicular 
fossa. MDT decision was to proceed for definitive chemo-radiotherapy 
with 50 Gy in 25 fractions in combination with weekly Carboplatin 
(AUC 2) and Paclitaxel (50 mg/mm2). On completion of this, he was 
given consolidation radiotherapy to the left SCF lymphoma 30 Gy in 
10 fractions.

Restaging scan showed progressive disease with new liver 
metastases and mediastinal lymphadenopathy. Upper GI MDT and 
radiologists consensus is that this was consistent with progressive, 
metastatic adenocarcinoma of the gastrooesophagus rather than T-cell 
lymphoma progression. Haematology MDT agreed that treatment 
of the adenocarcinoma would be prioritised given the prognosis of 
metastatic adenocarcinoma oesophageal cancer was worse than T-cell 

lymphoma.  Third line palliative immunotherapy Nivolumab under the 
early access programme was offered. His WHO performance status at 
this point was one.

After fourth cycle of Nivolumab, he developed rapidly progressing 
skin lesions which were thickened and red with the largest over his left 
anterior chest wall. Dermatology and haematology review suggested 
this was not classical T cell lymphoma. In view of clinical progression, 
we requested a skin biopsy. Biopsy analysis and immunophenotype 
was confirmed to be peripheral T cell lymphoma with markers similar 
to lymphoma at presentation (Figure 4). Patient unfortunately passed 
away soon after and family declined a post-mortem.

Figure 1. Esophagogastroduodenoscopy (OGD) confirmed a lower oesophageal cancer 
which in biopsy confirmed moderately differentiated adenocarcinoma
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Figure 2. PET/CT scan confirmed a highly avid mid oesophageal lesion giving a staging 
of T3N2M0

Figure 3. PET/CT scan has revealed a further avid left supraclavicular node which was biopsied 
and confirmed as high-grade peripheral T-cell lymphoma, not otherwise specified (NOS)

 

Figure 4. Biopsy analysis with microscopy show a diffuse infiltrate of intermediate sized 
lymphoid cells in the deep dermis and subcutis. Background small lymphocytes, frequent 
eosinophils, and neutrophils are seen. There is no conspicuous granulomatous component. 
Immunohistochemistry revealed CD2 -, CD3 +, CD4 +, CD5 -, CD7 +, CD8 -, PD 1 weak 
+, CD20 -, CD30 -, CD21 -, CD23 -, PAX5 -, MUM1 -, CD10 -, Ki 67+ (approximately 
100%), BCL6 weakly +, EBER-. No FDC proliferation is seen with the FDC markers CD21 
and CD23.  This is consistent with cutaneous involvement by peripheral T-cell lymphoma, NOS

Discussion
The evidence of palliative immunotherapy with nivolumab in 

gastric-oesophageal junction cancer comes from a phase 3 trial 
(ATTRACTION-2) mostly from Asian populations reporting survival 
benefits [5]. Grade 3-4 toxicities in this trial were 10% compared against 
placebo 4%. This was followed by phase 2 CHECKMATE-032 trial in 
Western cohort again showing superior outcomes [6]. 

PTCL, not otherwise specific (NOS) is the most common subtype 
of PTCL (25%) [7]. It is an aggressive lymphoma with patients often 
presenting with advanced disease (70%), high risks of relapse at five 
years approaching 60-70% and prognosis are often poor [8,9]. The first 
line treatment includes anthracycline based combination chemotherapy 
with cyclophosphamide, doxorubicin, vincristine and prednisone 
(CHOP). Immunotherapy has also been trialled in haematological 
cancers such as peripheral T-Cell lymphoma with a Phase 1b with 
nivolumab showing showed a response rate of 40% but with small 
numbers of patient [10].

Recent trials have also been developed to identify if radiotherapy 
can be synergistic when using in combination with radiotherapy with 
many mechanisms of actions proposed [11]. In our patient, he received 
radiotherapy prior to starting immunotherapy.

In our patient, he developed rapid cutaneous progression of his 
PTCL within a short period on commencing Nivolumab while clinically 
remaining well with no dysphagia to suggest his primary oesophageal 
cancer progression. As family has declined a post-mortem, we are 
unable to ascertain cause of death.

Nivolumab acts on PD-1 on T cells which is a check point target to 
shut down activated T cells. In this case, we hypothesise that Nivolumab 
by blocking PD-1 can activate normal T cells to attack cancerous cells 
but theoretically in this patient with T-cell lymphoma could also 
activate malignant T cells.

To the best of our knowledge, this is a first case report on peripheral 
T cell lymphoma activation while on Nivolumab treatment. We urge 
all clinicians to be aware of this potentially rare side effect and consider re-
biopsy of any sites of suspicious cutaneous or skin manifestations while on 
immunotherapy to understand the mechanism of this potential interaction.
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